The Office Action states that Information Disclosure Statement filed March 26, 1 997 fails to 
comply with the provisions of M.P.E.P. § 609 because an improper form PTO-1449 or equivalent 
was submitted. Specifically, the Action states that each of the EMBL database submissions listed on 
the IDS fails to recite the name of the author and the date of publication. The Action also notes that 
the names of the authors and the dates of publication for these EMBL database submissions have 
been added to the form PTO-1449, with the corrected document being made of record. 

Applicants presume that the Information Disclosure Statement of which the Action refers is 
the Information Disclosure Statement tiled June 20, 2001. Applicants thank the Examiner for 
correcting the form PTO-1449 by adding the authors' names and publication dates for the EMBL 
database submissions listed on the IDS. Applicants believe that the corrected form PTO-1449 
complies with the provisions of M.P.E.P. § 609. and note that the Action states that the corrected 
PTO-1449 has been made of record. However, Applicants would be happy to supply an updated 
copy of the Information Disclosure Statement, and would prefer to have the opportunity if the 
deficiencies in their previously-submitted Information Disclosure Statement will have the effect of 
leaving any of the cited references off the front page of any issued patent. 

3. Objection to the specification 

The Office Action contains an objection to the specification because there are blank spaces in 
place of an ATCC deposit number on pages 3-5, 9, and 97. Applicants have amended the 
specification to delete reference to an ATCC deposit number in the specification, and therefore, 
respectfully request that the objection be withdrawn. 

4. Rejections of claims 1-8, 10, 11, and 42-46 under 35 l .S.C . §101 

The Office Action asserts a rejection of claims 1-8. 10. I Land 42-40 under 35 I '.SO $ 101 
The Action states that the claimed invention is not supported by either a specific and substantial 
asserted utility or a well-established utility. Applicants traverse this rejection 

Applicants contend that the instant application contains an assertion of a specific and 
substantial utility for the claimed invention that would be credible to one of ordinary skill in the art. 
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Accession No. AAH 1 3644 (replication initiation region protein), which shares the low est degree of 
sequence identity with lL-lra-L polypeptide, all of the related amino acid sequences identified in a 
BLAST search using the IL-lra-L amino acid sequence (SEQ ID NO 2) are members of the 1L-1 
family of proteins (Exhibit A. sequences that were publicly available at the time the instant application 
was tiled are indicated in bold). Based on the knowledge in the art at the time the instant application 
was tiled, Applicants contend that one of ordinary skill in the art would recognize that IL-lra-L 
polypeptide is a member of the IL-1 family of proteins. Moreover, as members of the 1L-1 family 
have substantial real world use, for example, as agonists or antagonists of inflammatory responses via 
binding to an interleukin receptor (Gabay, 2000, Expert Opin. Invcstig. Drugs 0; I 1 3-27), Applicants 
contend that one or ordinary skill in the art would recognize that the claimed molecules have credible, 
specific, and substantial utility. 

Applicants contend that because the instant application contains an assertion of a specific and 
substantial utility for the claimed invention credible to one of ordinary skill in the art, the rejection 
under 35 U.S.C. § 101 should be withdrawn. 

5. Rejections of claims 1-8, 10, 11, and 42-46 under 35 U.S.C. § 112, first paragraph 

The Office Action asserts a rejection of claims 1-8, 10, 11. and 42-46. under 35 U.S.C. §112. 
first paragraph, as containing subject matter that was not described in the specification in such away 
as to enable one skilled in the art to which it pertains, or with which it is most clearly connected, to 
make and use the invention. The Action states that since the claimed invention is not supported by 
either a specific and substantial asserted utility or a well-established utility, one skilled in the art 
would not know how to use the claimed invention. 

Applicants have set forth affirmative evidence that the asserted utility would be credible to one 
of ordinal"}' skill in the art. Applicants contend that because the instant application contains an 
assertion of a specific and substantial utility tor the claimed invention that one of ordinary skill in the 
art would find to be credible, this rejection should be withdrawn. 

The Office Action also asserts a rejection of claims 1, 2. 4-8. 10. 11. and 42-46, under 35 
CSC $112. first paragraph, as containing subject matter that was not described in the specification 
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necessary for the enablement of the claims because the specification does not provide a repeatable 

method for obtaining "ATCC Deposit No. " and this deposit does not appear to be a 

readily available material. The Action also states that a deposit made in full compliance with 37 
C F R {jvj 1 .803-1 .809 would satisfy the requirements of 35 U S C. § 1 12, first paragraph, provided 
that Applicants submit an affidavit or declaration by Applicants or someone associated with the patent 
owner who is in a position to make such assurances, or a statement by an attorney of record over his 
or her signature, stating that a deposit has been made under the terms of the Budapest Treaty and that 
all restrictions imposed by the depositor on the availability to the public of the deposited material will 
be irrevocably removed upon the granting of a patent. 

Applicants have amended claim 1 so that it no longer recites a nucleic acid molecule 

comprising the nucleotide sequence of the DNA insert in "ATCC Deposit No. In 

addition. Applicants have amended claim 2 so that it no longer recites nucleic acid molecules 
comprising a region of the DNA insert in "ATCC Deposit No. encoding a polypeptide 

fragment of at least 25 amino acid residues, or a region of the DNA insert in "ATCC Deposit No. 

comprising a fragment of at least 1 6 nucleotides. Applicants respectfully contend that 

because claims 1 and 2, as amended, delete reference to an ATCC deposit number, this ground of 
rejection is moot. 

The Office Action also asserts a rejection of claims 2, 3-8, 10. 1 1 . and 42-46. under 35 U.S.C. 
$112. first paragraph, as containing subject matter that was not described in the specification in such 
a way as to reasonably convey to one skilled in the relevant art that the inventors, at the time the 
application was filed, had possession of the claimed invention. The Action states that because the 
genus of IL-lra-L variants recited in claims 2 and 3 is highly variant, and the specification fails to 
describe the common attributes or characteristics identifying the members of this genus, or provide a 
representative number of species to describe this genus, the Applicants were not in possession of the 
claimed genus of nucleic acid molecules at the time the application was tiled 

Applicants have amended claim 2 to recite an isolated nucleic acid molecule comprising a 
region of the nucleotide sequence of SEQ ID NO: 1 encoding a polypeptide fragment of at least 25 
amino acid residues, a region of the nucleotide sequence of SEQ ID NO: 1 comprising a fragment of 
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a nucleotide sequence complementary to the nucleotide sequence of any of the above nucleic acid 
molecules. Applicants contend that because claim 2, as amended, recites only fragments of the 
disclosed human IL- 1 ra-L nucleic acid molecule (i.e., SEQ ID NO: 1 ). one of ordinary skill in the ail 
could readily determine the structure of nucleic acid molecules falling within the scope of this claim. 
Applicants therefore respectfully request that this ground of rejection be withdrawn. 

Applicants have amended claim 3 to recite an isolated nucleic acid molecule comprising a 
nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at least one 
conservative amino acid substitution, wherein the encoded polypeptide is at least 70 percent identical 
to the polypeptide set forth in SEQ ID NO: 2; a nucleotide sequence encoding a polypeptide as set 
forth in SEQ ID NO: 2 having a C- and/or N- terminal truncation, wherein the encoded polypeptide 
comprises at least 25 amino acid residues; a region of the nucleotide sequence of any of these nucleic 
acid molecules comprising a fragment of at least 1 6 nucleotides, a nucleotide sequence that hybridizes 
under at least moderately stringent conditions to the complement of the nucleotide sequence of any of 
the above nucleic acid molecules: or a nucleotide sequence complementary to any of the above 
nucleic acid molecules. Applicants note that the instant application teaches the amino acid sequence 
for human I L- 1 ra-L polypeptide ( Figures 1 A- 1 B). The instant application further sets forth in Table 1 
(pages 2 1 -22) rubrics recognized in the ail for making conservative amino acid substitutions. In view 
of the teachings in the instant application. Applicants respectfully contend that one of ordinary skill in 
the art would understand the scope of species comprising the disclosed genus, and that the inventors 
were in possession of the invention having said scope at the time the application was filed. Thus, 
Applicants respectfully contend that their specification fulfills the requirements of 35 (JSC. § 1 12, 
first paragraph, and request that this ground of rejection be withdrawn. 

The Office Action also asserts a rejection of claims 2-S. 10. 1 1. and 42-46. under 35 l ! .S.(\ $ 
1 12. first paragraph, because the specification while being enabling for a nucleic acid encoding a 
polypeptide as set forth in SEQ I D NO 2. does not reasonably provide enablement tor a nucleic acid 
encoding a polypeptide which is "at least about 70% identical to the polypeptide of SEQ ID NO: 2" 
or a nucleic acid molecule encoding a substitution, insertion, or deletion mutant of the polypeptide of 

SEQ ID NO: 2 The Action states that because the claims are overly broad, no guidance is provided 
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in the art that even a single amino acid change in the amino acid sequence of a protein can have a 
dramatic effect on that protein's function, it would require undue experimentation for one of ordinary 
skill in the art to make and use the claimed invention. 

As described above. Applicants have amended claims 2 and 3 so that they no longer recite 
nucleic acid molecules comprising either a nucleotide sequence encoding a polypeptide which is at 
least about 70 percent identical to the polypeptide as set forth in any of SEQ ID NO: 2, a nucleotide 
sequence encoding an allelic variant or splice variant of the nucleotide sequence as set forth in any of 
SEQ ID NO: 1 ; a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one amino acid insertion; or a nucleotide sequence encoding a polypeptide as set forth in SEQ 
ID NO: 2 with at least one amino acid deletion. Applicants contend that the claims, as amended, are 
not overly broad, and that in view of the specification's teachings, one of ordinary skill in the art 
could readily make and use the claimed nucleic acid molecules. Moreover, Applicants contend that 
while the references cited in the Action may teach that an amino acid change in the amino acid 
sequence of a protein can have a dramatic effect on that protein's function, these references do not 
teach that a conservative amino acid substitution would have this effect. Specifically, Mikayama et 
a!., 1993. Proc. Natl. Acad. Sci. U.S.A. 90: 10056-60, teach that an asparagine-to-serine substitution 
at position 106 in human GIF destroys GIF function, and Voet ct ai. Biochemistry 126-28, 228-34 
( 1990), teach that a glutamic acid-to-valine substitution in beta hemoglobin results in sickle-cell 
anemia. These are not "conservative substitutions" as that term is understood by those with skill in 
the art or as explicitly defined in the instant specification. Applicants note that the instant 
specification does not teach that an asparagines-to-serine substitution or a glutamic acid-to-valine 
substitution is either exemplary or preferred (Table I; pages 22-22). Applicants contend that, in view 
of the specification's teachings and knowledge in the art. it would not require undue experimentation 
for one of ordinary skill in the art to make and use the claimed invention, and therefore. Applicants 
respectfully request that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 35 U S C. $112. first paragraph, 
have been overcome by amendment or traversed by argument, and request that the Examiner 
withdraw all rejections made on this basis. 
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6. Rejections of claims 1-8, 10, IK and 42-46 under 35 U.S.C. § 1 12, second paragraph 

The Office Action asserts a rejection of claims 1-8, 10, 1 1, and 42-46, under 35 U.S. C. §112, 
second paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter that Applicants regard as their invention. 

The Action first asserts that claims 1 -3 are indefinite for reciting the phrase "hybridizes under 
moderately or highly stringent conditions" because this phrase is relative and conditional. The Action 
states that some nucleic acids that might hybridize under conditions of moderate stringency would fail 
to hybridize under conditions of high stringency. Applicants note that the specification defines the 
meaning of the terms "moderately stringent conditions" (page 18, lines 1-7) and "highly stringent 
conditions" (page 16, line 26 to page 1 7. line 2). and provides examples of each. However, in order 
to more particularly point out and distinctly claim the subject matter that Applicants regard as their 
invention. Applicants have amended claims 1-3 to recite that the claimed nucleic acid molecules 
comprise a nucleotide sequence that "hybridizes under at least moderately stringent conditions." 
Applicants contend that the claims, as amended, are not indefinite, and therefore, respectfully request 
that this ground of rejection be withdrawn. 

The Action next asserts that claim 2 is vague for reciting the phrase "about 70% identical" 
because the term "about" is inherently vague and indefinite. As discussed in section 5 above, 
Applicants have amended claim 2 so that it no longer recites a nucleic acid molecule comprising a 
nucleotide sequence encoding a polypeptide which is at least about 70 percent identical to the 
polypeptide as set forth in any of SEQ ID NO: 2. In addition. Applicants have amended claim 2 to 
replace the term "at least about 25 amino acid residues" with the term "at least 25 amino acid 
residues." and claims 2 and 3 to replace the term "at least about 16 nucleotides" with the term "at 
least 16 nucleotides." Applicants contend that the claims, as amended, are not indefinite, and 
therefore, respectfully request that this ground of rejection be withdraw n. 

The Action next asserts that claims 2 and 3 are vague and indefinite for reciting the phrase 
"has an activity of the polypeptide set forth in. SEQ ID NO: 2" because the activity of the 
polypeptide encoded by the nucleic acid being claimed is unclear. While Applicants respectfully 
disagree with the assertion that this phrase is indefinite, in an effort to expedite the present application 
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must comprise at least 25 amino acid residues. Applicants contend that the claims, as amended, are 
not indefinite, and therefore, respectfully request that this ground of rejection be withdrawn. 

The Action next asserts that claim 10 is vague and indefinite for reciting the phrase "other 
than the promoter DNA for the native IL-lra-L polypeptide" because it is unclear which promoter 
I)N A is being excluded and which is being included in the claim. Applicants have amended claim 1 0 
to recite that "the nucleic acid molecule comprises promoter DNA other than native IL-lra-L 
promoter DNA." Applicants contend that because it is clear which promoter DNA is being excluded 
and which is being included, claim 10 is not indefinite, and therefore, respectfully request that this 
ground of rejection be withdrawn. 

The Action next asserts that claim 46 is indefinite for reciting the term "fragments] thereof 1 
because this term encompasses potentially any portion of the heterologous polypeptide including a 
single amino acid. Applicants have amended claim 46 to recite that the IgG constant domain 
fragment must be "biologically-active," and therefore, respectfully request that this ground of 
rejection be withdrawn. 

The Action next asserts that claims 45 and 46, which are dependent upon non-elected claims 
13. 14, or 15, should be amended to be dependent upon on elected nucleic acid claims, since the 
nucleic acid is utilized in production of the fusion proteins. Applicants have amended claims 45 and 
46 to recite a nucleic acid molecule encoding a fusion polypeptide comprising the nucleic acid 
molecule of any of claims 1, 2, or 3 fused to DNA encoding a heterologous amino acid sequence. 
Because claims 45 and 46, as amended, are no longer dependent upon non-elected claims 13, 14, or 
15. Applicants request that this ground of rejection be withdrawal. 

The Action next asserts that claims 4-8, I 1, and 42-44 are vague and indefinite for being 
dependent upon claims 1 and 2 for their limitations. Applicants contend that the claims, as amended, 
satisfy the requirements of }5 I ' S (\ yj 1 12. second paragraph, and therefore, respect full}' contend 
that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 35 I ' S C. C> 11 2. second paragraph, 
have been overcome by amendment or traversed by argument, and request that the Examiner 
withdraw all rejections made on this basis 


Mi I t.niri. II Liitli ricn 1 1 u I In i 1 a Kci i\U .ill 

1 li ii .([mi. i 1 1 1 it in v iillMifi 

< 1 : '» 1 i-linn 1 


7. Rejections of claims 1-8, 10, IK and 42-46 under 35 U.S.C. § 102 

The Office Action asseils a rejection of claims 1-8. 10. 1 1. and 42-46. under 35 U.S.C. § 
1 02(a). as being anticipated by International Publication No. WO 99.- 37662 (published July 29, 1999). 
contending that this reference discloses a nucleotide sequence of a cDNA molecule encoding a SPOIL 
protein, which would be capable of hybridizing under moderately stringent conditions to the 
complement of the nucleotide sequence of SEQ ID NO: I , or which, in the absence of an upper limit 
to the number of substitutions, deletions, or insertions, would meet the limitations of claim 3. 
Applicants traverse this rejection. 

Applicants first note that the cDNA molecule disclosed in International Publication No. WO 
99 37662 shares a sequence identity of 30.2% with the nucleotide sequence of SEQ ID NO: 1 
( Exhibit B). In view of the specification's teaching that nucleic acid molecules capable of hybridizing 
under moderately stringent conditions will share a sequence identity of approximately 79% (page 1 8. 
lines 6-7), it is quite apparent that the cDNA molecule disclosed in WO 99/37662 would not hybridize 
to the nucleotide sequence of SEQ ID NO: 1 under Applicants' recited stringency conditions. In 
addition, as described in section 6 above. Applicants have amended claim 3 to recite an isolated 
nucleic acid molecule comprising a nucleotide sequence encoding a polypeptide as set forth in SEQ 
ID NO: 2 with at least one conservative amino acid substitution, wherein the encoded polypeptide is 
at least 7 0 percent identical to the polypeptide set forth in SEQ ID NO: 2. Applicants contend that 
claim 3, as amended, does not encompass the cDNA molecule disclosed in WO 99/37662. Applicants 
contend, therefore, that International Publication No. WO 99/37662 cannot anticipate the claims of 
the instant application, and respectfully request that this ground of rejection be withdrawn. 

The Office Action next asserts a rejection of claims 1 -8, 1 0, 1 1 , and 42-46, under 35 U.S.C. $ 
102(b). as being anticipated by European Patent Application No EP 0 855 404 (published July 29. 
1 90S), contending that this reference discloses a nucleotide sequence of a cDNA molecule encoding 
an 1 1 - 1 ra beta protein, which would be capable of hybridizing under moderately stringent conditions 
to the complement of the nucleotide sequence of SEQ ID NO: 1 . or which, in the absence of an upper 
limit to the number of substitutions, deletions, or insertions, would meet the limitations of claim 3. 
Applicants traverse this rejection 
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( Exhibit C). As discussed above, in view of the specification's teaching that nucleic acid molecules 
capable of hybridizing under moderately stringent conditions will share a sequence identity of 
approximately 79%, it is quite apparent that the cDNA molecule disclosed in EP 0 K55 404 would //o/ 
hybridize to the nucleotide sequence of SEQ ID NO: 1 under Applicants* recited stringency 
conditions. In addition, as described in section 6 above. Applicants have amended claim 3 to recite 
an isolated nucleic acid molecule comprising a nucleotide sequence encoding a polypeptide as set 
forth in SEQ ID NO: 2 with at least one conservative amino acid substitution, wherein the encoded 
polypeptide is at least 70 percent identical to the polypeptide set forth in SEQ ID NO: 2. Applicants 
contend that claim 3, as amended, does not encompass the cDNA molecule disclosed in EP 0 855 
404. Applicants contend, therefore, that European Patent Application No. EP 0 855 404 cannot 
anticipate the claims of the instant application, and respectfully request that this ground of rejection be 
withdrawn. 

The Office Action next asserts a rejection of claims 1-8, 10, and 42, under 35 U.S.C. $ 
102(b), as being anticipated by U.S. Patent No. 5,075,222 (issued December 24, 1 991 ), contending 
that this reference discloses a nucleotide sequence of a cDNA molecule encoding an 1 L- 1 ra protein, 
which would be capable of hybridizing under moderately stringent conditions to the complement of 
the nucleotide sequence of SEQ ID NO: 1 , or which, in the absence of an upper limit to the number 
of substitutions, deletions, or insertions, would meet the limitations of claim 3. Applicants traverse 
this rejection. 

Applicants first note that the cDNA molecule disclosed in U.S. Patent No. 5.075,222 shares a 
sequence identity of 36.5% with the nucleotide sequence of SEQ ID NO: 1 (Exhibit D). As discussed 
above, in view of the specification's teaching that nucleic acid molecules capable of hybridizing under 
moderately stringent conditions will share a sequence identity of approximately 79 n „. it is quite 
apparent that the cDNA molecule disclosed in I ! .S. 5.075.222 would not hybridize to the nucleotide 
sequence of SEQ ID NO: 1 under Applicants' recited stringency conditions. In addition, as described 
in section 0 above. Applicants have amended claim 3 to recite an isolated nucleic acid molecule 
comprising a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at least 
one conservative amino acid substitution, wherein the encoded polypeptide is at least 70 percent 
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that I : S Patent No. 5,075.222 cannot anticipate the claims of the instant application, and respectfully 
request that this ground of rejection be withdrawn. 

Applicants respectfully contend that rejections based on 35 1 1 S (\ vj 102 have been overcome 
by amendment or traversed by argument, and request that the Examiner withdraw all rejections made 
on this basis. 


Applicants respectfully contend that all conditions of patentability are met in the pending 
claims as amended. Allowance of the claims is thereby respectfully solicited. 

If Examiner Mertz believes it to be helpful, she is invited to contact the undersigned 
representative by telephone at (3 12) 91 3-000 1 . 


CONCLUSIONS 


Respectfully submitted, 

McDonnell Boehnen Hulbert & BerghofT 


Dated: January 16, 2003 
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AMENDMENTS TO THE SPECIFICATION 
Marked Un V ersion of Replacement Paragraphs of Specification 

under 37 C.F.R. 1 . 1 2 1 (b X 1 X iii) 

Please amend the title at page 2, lines 1-2 to read as follows: 

NUCLEIC ACIDS ENCODING INTERLEUK1N-1 RECEPTOR ANTAGONIST- LIKE 

MOLECULES PROTEINS AND USES THEREOF 

Please amend the paragraphs at page 3, line 16 to page 4, line 16 to read as follows: 

The invention provides for an isolated nucleic acid molecule comprising a nucleotide sequence 
selected from the group consisting of: 

(a) the nucleotide sequence as set forth in SEQ ID NO: 1 . 
fb) th e nucleotid e s e quenc e of the DNA in s ert in A T CC Deposit No. 

fe)(b) a nucleotide sequence encoding the polypeptide as set forth in SEQ ID NO: 2; 

fd}(c) a nucleotide sequence which hybridizes under moderately or highly stringent 
conditions to the complement o f any o f either (a) ■ (c) or (b) ; and 

fe)(d) a nucleotide sequence complementary to any of (a) - (c). 

The invention also provides for an isolated nucleic acid molecule comprising a nucleotide 
sequence selected from the group consisting of 

(a) a nucleotide sequence encoding a polypeptide which is at least about 70 percent 
identical to the polypeptide as set forth in SEQ ID NO 2. wherein the encoded polypeptide has an 
actiMtv of the polypeptide set forth in SEQ ID NO: 2. 

(b) a nucleotide sequence encoding an allelic variant or splice variant of the nucleotide 
sequence as set forth in SEQ I D NO: 1 . t h e nucl e otid e s e qu e nc e of the DNA insert in ATCC D e posit 
No — - . or (a). 
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(c) a region of the nucleotide sequence of SEQ ID NO: 1. the DNA ins e rt in ATCC 
Deposit No. , (a), or (b) encoding a polypeptide fragment of at least about 25 amino acid 
residues, wherein the polypeptide fragment has an activity of the encoded polypeptide as set forth in 
SEQ ID NO: 2. or is antigenic. 

(d) a region of the nucleotide sequence of SEQ ID NO: K th e DNA insert in ATCC 
D eposit No. or any of (a) - (c) comprising a fragment of at least about 1 6 nucleotides; 

(e) a nucleotide sequence which hybridizes under moderately or highly stringent 
conditions to the complement of any of (a) - (d); and 

(t) a nucleotide sequence complementary to any of (a) -(d) 

Please amend the paragraphs at page 5, lines 12-29 to read as follows: 

The present invention provides for an isolated polypeptide comprising an amino acid sequence 
s elect e d from the group consisting of 

fa) th e amino acid s e qu e nc e as set forth in SEQ ID NO: 2 ; and 

fb) th e amino aci d se qu enc e e ncoded by the DNA i n s e rt in ATCC Deposit No. 


The invention also provides for an isolated polypeptide comprising the amino acid sequence 
selected from the group consisting of: 

(a) an amino acid sequence for an ortholog of SEQ ID NO: 2. 

(b) an amino acid sequence which is at least about 70 percent identical to the amino acid 
sequence of SEQ ID NO: 2. wherein the polypeptide has an activity of the polypeptide set forth in 
SEQ ID NO 2. 

(c) a fragment of the amino acid sequence set forth in SEQ ID NO: 2 comprising at least 
about 25 amino acid residues, wherein the fragment has an activity of the polypeptide set forth in 
SEQ ID NO: 2. or is antigenic; and 

(d) an amino acid sequence for an allelic variant or splice variant of the amino acid 
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Please amend the paragraph at page 8. line 29 to page 9, line 3 to read as follow s: 

The terms "IL- 1 ra-L gene" or "I L- 1 ra-L nucleic acid molecule" or 1 L- 1 ra-L polynucleotide" 
refer to a nucleic acid molecule comprising or consisting of a nucleotide sequence as set forth in SEQ 
II) NO: 1 . a nucleotide sequence encoding the polypeptide as set forth in SHQ ID NO: 2. a nucl e oti de 
seq uenc e of the DNA insert in ATCC D e p o sit No — and nucleic acid molecules as 

defined herein. 

Please delete the paragraph at page 97, lines 26-29, 
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AMENDMENTS TO THE C LAIMS 
Marked lip Versions of Amended Claims under 37 C.F.R. 1.121(c)(l)(ii) 


1 . (Amended) An isolated nucleic acid molecule comprising a nucleotide sequence 
sel e ct e d from the group consisting of : 

(a) the nucleotid e s e qu e nc e as set forth in SEQ ID NO: 1 ; 

(b) th e nucleotid e sequence of th e DNA ins e rt in ATCC D e posit No 

fe) (b) a nucleotid e s e qu e nc e encoding4he_a polypeptide as set forth in SEQ ID NO: 2; 

fd) (c) a nucl e otid e s e quence which that hybridizes under at least moderately or highly 
stringent conditions to the complement ofcany-e f the nucleotide sequence of either (a) (c) or (b) ; 
ami or 

fe) (d) a nucl e otid e s e quence complementary to the nucleotide sequence of any of (a) - 

(c). 


2. (Amended) An isolated nucleic acid molecule comprising a nucleotide sequ e nc e 

fa) a nucl e otid e s e quence e ncoding a polyp e ptid e which is at least ab o ut 70 perc e nt 

identical to th e polyp e ptid e as set forth in SEQ ID NO: 2. wh e r e in th e e ncoded polyp e ptide has an 
activity of the poly p eptid e s e t forth in SEQ ID NO: 2; 

fb) a nucleotid e s e q ue nc e e ncoding an all e lic variant or splice variant of the nucleotide 

seq uence as s e t forth in SEQ ID NO: 1 , th e nucl e otide sequ e nce of th e DNA - insert in ATCC 
De posit No. , or (a ), 

(c)(a) a legion of the nucleotide sequence of SEQ ID NO: 1. t fie DNA insert in ATCC" 

Deposit No HaK-oHb) encoding a polypeptide f ragment of at least about 25 amino 

acid residues, wh e rein th e polypeptid e iragn ^Bf-haff-an-aefrv'-it-y o4-hhe eneoded polype ptid e as set 
fo rth in SEQ ID NO: 2, or is antig e nic ; 

fd)(b) a region of the nucleotide sequence of SEQ ID NO: 1 . the DNA insert in ATCC 
Deposit-No - - - . or any-of { a-)— (e ) comprising a fragment of at least about 1(> 
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(e)(c) a nucleotide sequence^whteh that hybridizes under at least moderately- or highly 
stringent conditions to the complement of^my-o f the nucleotide sequence o f e ither (a) -44) or (b) : 
aftd All' 

( l)(d) a nucleotide sequence complementary to the nucleotide seq u ence of any of (a) - 

<4)(c]. 

3. (Amended) An isolated nucleic acid molecule comprising a nucleotide sequence 
select e d from th e group consisting of : 

(a) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one conservative amino acid substitution, wherein the encoded polypeptide has an activity of 
i s at least 70 percent identical to the polypeptide set forth in SEQ ID NO: 2. 

(b) - — a nucleo ti d e s e quence encoding a polyp e ptid e as set forth in SEQ ID NO: 2 with at 
l east on e amino acid insertion, wh e rein th e encoded polypeptid e has an activity of the polyp e ptide 
set forth in SEQ ID NO: 2r 

(c) a nucl eo tid e s e qu e nc e encoding a polyp e ptid e as s e t forth in SEQ ID NO: 2 with at 
least on e amino acid d e l e tion, wh e rein th e e ncod e d polyp e ptid e has an activity of the polypeptide 
set forth in SEQ ID NO: 2, 

(4Kb) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 which 
hasving a C- and or N- terminal truncation, wherein the encoded polypeptide has an activity of the 
polyp e ptide se t forth in SEQ ID NO: 2 comprises at least 25 amino acid residues ; 

fe)(c) a nucleotide sequence encoding a polypeptide as set forth in SEQ ID NO: 2 with at 
least one modification sel e ct e d from th e group consisting o f that is a conservative amino acid 
substitutions, ami no acid insertions, amino acid del e tions, (^terminal truncation, and or N- 
terminal truncation, wherein the encoded polypeptide has an activity of is at least 70 p er cen t 
identical to the polypeptide set forth in SEQ ID NO: 2 and co mp rises at least 25 amino acid 
resi dues . 

(fRd) ^ r egion of the nucleotide sequence of any of (a) - fe)(c) comprising a fragment of 
at least abotrr -16 nucleotides. 
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(h)(jQ a nucleotide sequence complementary to the nucleotide sequ e nce of any of (a) - 

(e). 

10 (Amended) The process of Claim 8. wherein the nucleic acid molecule 

comprises promoter DNA other than t he promot e r DNA for the native 1L- 1 ra-L polyp e ptid e 
pro mot e r DNA operatively linked to th e DNA a nucleic acid molecule encoding-+he_an I L- 1 ra-L 
polypeptide. 

1 1 . (Amended) The isolated nucleic acid molecule according to Claim 2, wherein 

the percent identity is determined using a computer program s e lect e d from th e group consisting of 
that is GAP. BLASTM FASTA, BLASTA, BLASTX, BestFit,-and_or the Smith-Waterman 
algorithm. 

45. (Amended) A nucleic acid molecule encoding a fusion polypeptide comprising 

the polyp e ptid e nucleic acid molecule of any of Claims 13, 1 4 , or 1 5 1 . 2. or 3 fused to DNA 
encodin g a heterologous amino acid sequence. 

4(). (Amended) The fusion polypeptide nucleic acid molecule of Claim 45, wherein 

the DNA encoding the heterologous amino acid sequence-is encodes an IgG constant domain or 
biologically active fragment thereof 
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